4 



Dossifrexemplar 

• ' 1/34 



Fig. 1a 

LDl-4 0-VH sequence 



9 lfr 27 36 45 54 

5' CAG GTG AAA CTG CTC GAG TCT GGG GGA GGC GTG GTC CAG CCT GGG AGG TCC CTG 

QVKLLES GGGVVQPGRSL 

63 72 81 90 99 108 

AGA CTC TCC TGT ATA GCG T.CT GGA TTC ACC CTC AGG AAT TAT GCC ATG CAC TGG 

RLS CIASGFTLRNYAMHW 

< CDR1 > 

117 126 135 144 153 162 

GTC CGC CAG GCT CCA GGC AAG GGG CTG GAG TGG GTG GCA GGT ATA TGG TTT GAT 

VRQAPGKGLEWVAGIWFD 

< CDR2 



171 180 189 198 207 216 

GGA AGT AAC AAA AAC TAT GCA GAC TCC GTG AAG GGC CGA TTC ACC ATC TCC AGA 

GSNKNYADSVKGRFTISR 

CDR2 > 



225 234 243 252 261 270 

GAC AAT TCC AAG AAC ACG CTG TAT CTG CAA CTG AAC AGC CTG AGA GAC GAG GAC 

DNSKNTLYLQLNSLRDED 

279 288 297 306 315 324 

ACG GCT GTG TAT TAT TGT GCG AGA GAG CGA GCA GCA CGT GGT ATT TCT AGG TTC 

TAVYYCARERAARGI SRF 

< CDR3 



333 342 351 360 369 

TAT TAC TAC ATG GAC GTC TGG GGC AAA GGG ACC ACG GTC ACC GTC TCC CCA 3' 



YYMDVWGKGTTVTVS P 
CDR3 > 



9 



2/34 

09/1*74* 



Fig. 1b 

LD1-40-VL sequence 



GTG 


ATG 


9 

ACC 


CAG 


TCT 


18 
CCA 


TCC 


TCC 


27 
CTG 


TCT 


GCA 


36 
TCT 


GTA 


GGC 


45 
GAC 


AGA 


GTC 


54 
ACC 


V 


M 


T 


Q 


S 


P 


S 


S 


L 


S 


A 


S 


V 


G 


D 


R 


V 


T 


ATC 


ACT 


63 
TGC 


CGG 


GCA 


72 
AGT 


CAG 


AGC 


81 
ATT 


AGG 


AGC 


90 
CAT 


TTG 


AAT 


99 
TGG 


TAT 


CAG 


108 
CAG 


I 


T 


C 


R 


A 


S 


Q 


S 


I R 
CDR1 


S 


H 


L 


N 
— > 


W 


Y 


Q 


Q 


AAA 


CCA 


117 
GGG 


< 

AAA 


GCC 


126 
CCT 


AAG 


TTG 


135 

CTG ATC 


TAT 


144 
GGT 


GCG 


TCC 


153 
ACT 


TTG 


CAA 


162 
AGT 


K 


P 


G 


K 


A 


P 


K 


L 


L 


I 


Y 


G 


A 


S 


T 

CDR2 
207 
TTC 


L 


Q 


S 

> 


GGC 


GTC 


171 

CCA 


TCA 


AGG 


180 
TTC 


AGT 


GGC 


189 
AGT 


GGC 


TCT 


< 

198 
GGG 


GCA 


GTT 


ACT 


CTC 


216 
ACC 


G 


V 


P 


S 


R 


F 


S 


G 


S 


G 


S 


G 


A 


V 


F 


T 


L 


T 


ATC 


GCC 


225 
AGT 


CTA 


CAA 


234 
CCT 


GAA 


GAT 


243 
TTT 


GCA 


ACT 


252 
TAC 


TAC 


TGT 


261 
CAA 


GAG 


AGT 


270 
TAC 


I 


A 


S 


L 


Q 


P 


E 


D 


F 


A 


T 


Y 


Y 


C 


Q 


E 


S 


Y 


AGT 


AAT 


279 
CCT 


CTA 


ATC 


288 
ACC 


TTC 


GGC 


297 
CAA 


GGG 


ACA 


306 
CGA 


CTG 


GAG 


< 

315 
ACT 


AAA 


3 • 




S 


N 


P 


L 


I 


T 


F 


G 


Q 


G 


T 


R 


L 


E 


T 


K 







CDR3 



• „ 3/34 * 
09/1474%3 



Fig. 2a 



LD1-52-VH sequence 



CAG 


GTG 


9 

AAA 


CTG 


CTC 


18 
GAG 


TCT 


GGG 


27 
GGA 


GGC 


GTG 


36 
GTC 


CAG 


CCG 


45 
GGG 


GGG 


TCC 


54 
CTG 


Q 


V 


K 


L 


L 


E 


S 


G 


G 


G 


V 


V 


Q 


P 


G 


G 


S 


L 


AGA 


CTC 


63 
TCC 


TGT 


GAA 


72 
GCG 


TCT 


GGA 


81 
TTC 


GCC 


CTC 


90 
AGA 


AGT 


TCT 


99 
GGC 


ATG 


CAC 


i nc 
TGG 


R 


L 


S 


C 


E 


A 


S 


G 


F 


A 


L 


R 


S 


S 


G 

CDRl 
153 
ATA 


M 


H 

> 


W 


GTC 


CGC 


117 
CAG 


GCT 


CCT 


126 
GGC 


AAG 


GGG 


135 
CTG 


GAG 


TGG 


144 
GTG 


< 

GCA 


CTT 


TGG 


TTT 


162 
GAT 


V 


R 


Q 


A 


P 


G 


K 


G 


L 


E 


W 


V 


A 


L 


I W 
CDR2 


F 


D 


GGA 


AGT 


171 
ATC 


AGA 


TCG 


180 
TAT 


GCA 


GAA 


189 
TCC 


GTG 


AAG 


198 
GGC 


CGA 


< 

TTC 


207 

ACC ATC 


TCC 


216 
AGA 


G 


S 


I 


R 


S 


Y A 
- CDR2 — 


E 


S 


V 


K 


G 

> 


R 


F 


T 


I 


S 


R 


GAC 


ACT 


225 
TCC 


AAG 


AAC 


234 

ACC CTA 


TAT 


243 
CTC 


CAA 


ATG 


252 
CGC 


AGT 


CTG 


261 
AGT 


GCC 


GAC 


270 
GAC 


D 


T 


S 


K 


N 


T 


L 


Y 


L 


Q 


M 


R 


S 


L 


S 


A 


D 


D 


ACG 


GCT 


279 
GTG 


TAT 


TAC 


288 
TGT 


GCG 


AGA 


297 
GAC 


AAG 


GCG 


306 
GTT 


CGG 


GGA 


315 
ATT 


AGC 


AGG 


324 
TAC 


T 


A 


V 


Y 


Y 


C 


A 


R 


D 


K 


A 


V 


R G 
CDR3 


I 


S 


R 


Y 


AAC 


TAT 


333 
TAC 


ATG 


GAC 


342 
GTC 


TGG 


GGC 


< 

351 
AAA 


GGG 


ACC 


360 
ACG 


GTC ACC 


369 
GTC 


TCC 


TCA 


3 ' 


N 


Y 


Y 


M 


D 


V 


W 


G 


K 


G 


T 


T 


V 


T 


V 


S 


S 





CDR3 > 




Fig. 2b 



4/34 



LD1-52-VL sequence 







9 




TCT 


18 
CCA 


TCC 


TCC 


27 
CTG 


TCT 


GCA 


36 
TCT 


GTA 


GGA 


45 
GAC 


AGA 


GTC 


54 
ACC 


V 


M 


T 


Q 


S 


P 


S 


S 


L 


S 


A 


S 


V 


G 


D 


R 


V 


T 


ATC 




63 




GCA 


72 
AGT 


CAG 


AAC 


81 
ATT 


ATC 


CGC 


90 
TAT 


TTA 


AAT 


99 
TGG 


TAT 


CAG 


108 
CAG 


I 


T 


c 


R 


A 


S 


Q 


N 


I 

rno i 


I 


R 


Y 


L 


N 

> 


W 


Y 


Q 


Q 


AAG 


CCA 


117 
GGG 


< 

AAA 


GCC 


126 
CCT 


AGG 


CTC 


135 

CTG ATC 


TAT 


144 
GGT 


GCG 


TCC 


153 
ACT 


TTG 


Lnn. 


162 


K 


P 


G 


K 


A 


P 


R 


L 


L 


I 


Y 


G 


A 


S 


T L 
CDR2 — 


Q 


s 


GGG 


GTC 


171 
CCA 


TCA 


AGG 


180 
TTC 


AGT 


GGC 


189 
AGT 


GGA 


TCT 


< 

198 
GGG 


ACA 


GAT 


207 

TTC ACT 


CTC 


216 
ACC 


G 


V 


P 


S 


R 


F 


S 


G 


S 


G 


S 


G 


T 


D 


F 


T 


L 


T 


ATC 


AGT 


225 
AGT 


CTG 


CAA 


234 
CCT 


GAA 


GAT 


243 
TTT 


GCA 


ACT 


252 
TAC 


TAC 


TGT 


261 
CAA 


CAG 


AGT 


270 
TAC 


I 


S 


S 


L 


Q 


P 


E 


D 


F 


A 


T 


Y 


Y 


C 


Q 


Q 


S 


Y 


CGT 


ACC 


279 
CCT 


CCA 


TTC 


288 
ACT 


TTC 


GGC 


297 
CCT 


GGG 


ACC 


306 
AAA 


GTG 


GAG 


< 

315 
ATC 


AAA 


3 ' 




R 


T 


P 


P 


F 


T 


F 


G 


P 


G 


T 


K 


V 


E 


I 


K 







CDR3 > 



5/34 

09/ 147 MS 



Fig. 3a 



LDl-8 4-VH sequence 





5' CAG 


GTG 


9 

AAA 


CTG 


CTC 


18 
GAG 


TCT 


GGG 


27 
GGA 


GGC 


GTG 


36 
GTC 


CAG 


CCG 


45 
GGG 


GGG 


TCC 


54 
CTG 




Q 


V 


K 


L 


L 


E 


S 


G 


G 


G 


V 


V 


Q 


P 


G 


G 


S 


L 




AGA 


CTC 


63 
TCC 


TGT 


GAA 


72 
GCG 


TCT 


GGA 


81 
TTC 


ACC 


CTC 


90 
AGA 


AGT 


TCT 


99 
GGC 


ATG 


CAC 


i na 
TGG 




R 


L 


S 


C 


E 


A 


S 


G 


F 


T 


L 


R 


S 


S 


G 

CDRl 
153 
ATA 


M 


H 
> 


W 




GTC 


CGC 


117 
CAG 


GCT 


CCT 


126 
GGC 


AAG 


GGG 


135 
CTG 


GAG 


TGG 


144 
GTG 


< 

GCA 


CTT 


TGG 


TTT 


162 
GAT 




V 


R 


Q 


A 


P 


G 


K 


G 


L 


E 


W 


V 


A 


L 


X W 

CDR2 


F 


D 




GGA 


AGT 


171 
ATC 


AGA 


TCG 


180 
TAT 


GCA 


GAA 


189 
TCC 


GTG 


AAG 


198 
GGC 


CGA 


< 

TTC 


207 

ACC ATC 


TCC 


216 
AGA 




G 


S 


I 


R 


S 


Y 

-nDO 


A 


E 


S 


V 


K 


G 

> 


R 


F 


T 


I 


S 


R 




GAG 


ACT 


225 
TCC 


AAG 


234 
AAC ACC 


CTA 


TAT 


243 
CTC 


CAA 


ATG 


252 
CGC 


AGT 


CTG 


261 
AGT 


GCC 


GAC 


270 
GAC 




D 


T 


S 


K 


N 


T 


L 


Y 


L 


Q 


M 


R 


S 


L 


S 


A 


D 


D 




ACG 


GCT 


279 
GTG 


TAT 


TAC 


288 
TGT 


GCG 


AGA 


297 
GAC 


AAG 


GCG 


306 
GTT 


CGG 


GGA 


315 
ATT 


AGC 


AGG 


324 
TAC 




T 


A 


V 


Y 


Y 


C 


A 


R 


D 


K 


A 


V 


R 


G 

CDR3 
ACC 


I 


S 


R 


Y 




AAC 


TAT 


333 
TAC 


ATG 


GAC 


342 
GTC 


TGG 


GGC 


< 

351 
AAA 


GGG 


ACC 


360 
ACG 


GTC 


369 
GTC 


TCC 


TCA 


3' 




N 


Y 


Y 


M 


D 


V 


W 


G 


K 


G 


T 


T 


V 


T 


V 


S 


S 





CDR3 > 



6/34 



Fig. 3b 



LD1-84-VL sequence 

9 18 27 36 45 54 

GTG ATG ACC CAG TCT CCA TCC TCC CTG TCT GCA TCT ATA GGA GAC AGA GTC ACC 

~V~ ~H~ _ T~ "q" S P S S L S AS I G D R V T 

63 72 81 90 99 108 

ATC ACC TGC CGG GCA ACT CAG AGT ATC ATC AGG TAT TTG AAT TGG TAT CAG CAC 

T~ ~C~ "r" "a~ ~S~ _ Q~ _ s" I I R Y L N W Y Q H 



I 

«_ CDRl * 

117 126 135 144 153 162 

AAA CCA GGA AAA GCC CCT AAA CTC CTC ATC TTT GCT GCA TCG AAT TTG CAA ACT 

_ K~ "p" ~G~ ~K~ "a" "p K L L I F A A S N L Q T 

< CDR2 — > 

17 1 180 189 198 207 216 

GGG GTC CCA TCC AGG TTC AGT GGC AGT GGA TCT GGG ACA GAT TTC ACT CTC ACC 

"g" ~v~ "p" ~s" "r" "f~ S G S G S G T D F T L T 

225 234 243 252 261 270 

ATC AGT GAC CTG CAG CCT GAG GAT TTC GCA ACT TAC TAC TGT CAA CAG AGT TAC 

I 



"s'dlqpedfatyycqqsy 



< — 

279 288 297 306 315 

AGT AGG CCG TTC ACT TTT GGC CGG GGG ACC AGC CTG GAC ATC AAA 3* 

SRPF TFGRGTSLDIK 

CDR3 > 



Fig. 4a 



7/34 

09/147%%! 



LD1-110-VH sequence 











9 






18 






27 






36 






45 






54 




5 ' 


CAG 




a a a 


CTG 


CTC 


GAG 


TCT 


GGG 


GGA 


GGC 


GTG 


GTC 


CAG 


CCT 


GGG 


AGG 


TCC 


CTG 






Q 


V 


K 


L 


L 


E 


S 


G 


G 


G 


V 


V 


Q 


P 


G 


R 


S 


L 






AGA 


CTC 


63 
TCC 


TGT 


ATA 


72 
GCG 


TCT 




81 

lit 




CTC 


90 
AGG 


AAT 


TAT 


99 
GCC 


ATG 


CAC 


108 
TGG 






R 


L 


S 


C 


I 


A 


S 


G 


F 


T 


L 


R 


N 


Y 


A 
CDRl 
153 
ATA 


M 


H 

> 


W 






GTC 


CGC 


117 
CAG 


GCT 


CCA 


126 
GGC 


AAG 


GGG 


135 
CTG 


GAb 




144 


< 

GCA 


GGT 


TGG 


TTT 


162 
GAT 






V 


R 


Q 


A 


P 


G 


K 


G 


L 


E 


w 


V 


A 


G 


I 


W F 
- CDR2 — 


D 


=1= 




GGA 


AGC 


171 
AAC 


AAA 


AAC 


180 
TAT 


GCA 


GAC 


189 
TCC 


GTG 


AAG 


198 
GGC 


CGA 


TTC 


207 
ACC 


ATC TCC 


216 
AGA 






G 


S 


N 


K 


N 


Y A 
- CDR2 — 


D 


S 


V 


K 


G 

> 


R 


F 


T 


I 


S 


R 






GAC 


AAC 


225 
TCC 


AAG 


AAC 


234 

ACT CTG 


TTT 


243 
CTG 


CAC 


ATG 


252 
AAC 


AGC 


CTG 


261 
AGA 


GCC 


GAG 


270 
GAC 






D 


N 


S 


K 


N 


T 


L 


F 


L 


H 


M 


N 


S 


L 


R 


A 


E 


U 






ACG 


GCT 


279 
ACA 


TAT 


TAC 


288 
TGT 


GCG 


AGA 


297 
GAG 


AGG 


GCG 


306 
ATT 


CGG 


GGA 


315 
ATC 


AGT 


AGA 


324 
TAC 






T 


A 


T 


Y 


Y 


C 


A 


R 


E 


R 


A 


I 


R 


G 

CDR3 
ACC 


I 


S 


R 


Y 






AAT 


TAC 


333 
TAC 


ATG 


GAC 


342 
GTC 


TGG 


GGC 


< 

351 
AAG 


GGG 


ACC 


360 
ACG 


GTC 


369 
GTC 


TCC 


TCA 


3' 






N 


Y 


Y 


M 


D 


V 


W 


G 


K 


G 


T 


T 


V 


T 


V 


S 


S 





CDR3 — > 



8/34 

09/147%% 



Fig. 4b 



LD1-110-VL sequence 

9 18 27 36 45 54 

GTG ATG ACC CAG TCT CCA TCC TCC CTG TCT GCA TCT GTA GGA GAC AGA GTC ACC 

_ V~ ~M _ _ T~ Q S P S S L S A S V G D R V T 

63 72 81 90 99 108 

ATC ACT TGC CGG GCA AGT CAG AGC ATT CGA AGC TCT TTA AAT TGG TAT CAG CAG 

~I~ TCR ASQSIRSSLNWY QQ 

« CDR1 > 

H7 126 135 144 153 162 

AAA CCA GGG AAA GCC CCT AAA GTC CTG ATC TAT GCT GCA TCC AGT TTG CAA AGT 

k 'pgkapkvliyaasslqs 

< ■ — CDR2 > 

17 1 180 189 198 207 216 

GGG GTC CCA TCC AGG TTC AGT GGC AGA GGA TCT GGG ACA GAT TTC ACT CTC ACC 

~G~ ~V~ "p~ _ s" R F S G R G S G T D FT L T 

225 234 243 252 261 270 

ATC AGC AGT CTG CAG CCT GAA GAT TTT GCG ACT TAT TAT TGT CAA CAG AGT TCC 

~t~ c t. nPEDFATYYCQQSS 



279 288 297 306 315 

AGT TCC TCG TGG ACG TTC GGC CAA GGG ACC AAG GTG GAA ATC AAA 3' 

SSSWTFGQGTKVEIK 
CDR3 > 



Fig. 5a 



9/34 

09/1*7*4 



LD1-117-VH sequence 





5 ' 


CAG 


GTG 


9 

AAA 


CTG 


CTC 


18 
GAG 


TCA 


GGA 


27 
GGA 


GGC 


GTG 


36 
GTC 


CAG 


CCT 


45 
GGG 


AAG 


TCC 


54 
CTG 






Q 


V 


K 


L 


L 


E 


S 


G 


G 


G 


V 


V 


Q 


P 


G 


K 


S 


L 






AGA 


CTT 


63 
TCC 






72 
GCG 


TCT 


GGA 


81 
TTC 


AGT 


TTC 


90 
AAT 


AGC 


CAT 


99 
GGC 


ATG 


CAC 


108 
TGG 






R 


L 


S 


c 


A 


A 


S 


G 


F 


S 


F 


N 


S 


H 


G 

CDRl 
153 
ATA 


M 


H 
> 


W 






GTC 


CGC 


117 
CAG 


GCT 


CCA 


126 
GGC 


AAG 




135 


ran 


TGG 


144 
GTG 


GCA 


TTT 


TGG 


TTT 


162 
GAT 






V 


R 


Q 


A 


P 


G 


K 


G 


L 


E 


W 


V 


A 


F 


I W 
CDR2 


F 


D 






GGC 


AGT 


171 
AAT 


AAA 


TAC 


180 
TAT 


GCA 


GAC 


189 
TCC 


GTG 


AAG 


198 
GGC 


CGA 


< 

TTC 


207 

ACC ATC 




216 






G 


S 


N 


K 


Y 


Y A 
— CDR2 - 


D 


S 


V 


K 


G 
> 


R 


F 


T 


I 


T 


R 






GAC 


AAC 


225 
TCC 


AAG 


AAC 


234 

ACG CTG 


TAT 


243 
CTG 


CAA 


ATG 


252 
AAC 


AGC 


CTG 


261 
AGA 


GCC 


GAG 


270 
GAC 






D 


N 


S 


K 


N 


T 


L 


Y 


L 


Q 


M 


N 


S 


L 


R 


A 


E 


D 






ACG 


GCT 


279 
GTC 


TAT 


TAC 


288 
TGT 


GCG 


AGA 


297 
GAG 


ACC 


TCA 


306 
GTA 


AGG 


CTA 


315 
GGG 


TAT 


AGC 


324 
CGC 






T 


A 


V 


Y 


Y 


C 


A 


R 


E 


T 


S 


V 


R L 
CDR3 - 


G 


Y 


S 


R 






TAC 


AAT 


333 
TAC 


TAC 


ATG 


342 
GAC 


GTC 


TGG 


< 

351 
GGC 


AAA 


GGG 


360 
ACC 


ACG GTC 


369 
ACC 


ATC 


TCG 


378 
TCA 






Y 


N 


Y 


Y 


M 


D 


V 


W 


G 


K 


G 


T 


T 


V 


T 


I 


S 


S 



3 1 



CDR3 > 



10/34 

09/1%? 



Fig. 5b 



LD1-117-VL sequence 



GTG 


ATG 


9 

ACC 


CAG 


TCT 


18 
CCA 


TCC 


TCC 


27 
CTG 


TCT 


GCA 


36 
TCT 


GTA 


GGA 


45 
GAC 


AGA 


GTC 


54 
ACC 


V 


M 


T 


Q 


S 


P 


S 


S 


L 


S 


A 


S 


V 


G 


D 


R 


V 


T 


ATC 


ACT 


63 
TGC 


CGG 


GCA 


72 
AGT 


CAG 


AGC 


81 
ATT 


AGG 


AGC 


90 
CAT 


TTG 


AAT 


99 
TGG 


TAT 


CAG 


108 
CAG 


I 


T 


C 


R 


A 


S 


Q 


S 


I R 
— CDR1 - 


S 


H 


L 


N 

> 


W 


Y 


Q 


Q 


AAA 


CCA 


117 
GGG 


^ 

AAA 


GCC 


126 
CCT 


AAG 


CTC 


135 

CTG ATC 


TAT 


144 
GCT 


GCA 




153 
arm 


1 i <J 




162 
GGT 


K 


P 


G 


K 


A 


P 


K 


L 


L 


I 


Y 


A 


A 


s 


S 

CDR2 
207 
TTC 


L 


Q 


G 

> 


GGG 


GTC 


171 
CCA 


TCA 


AGG 


180 
TTC 


AGT 


GGC 


189 
AGT 


GGA 


TCT 


< 

198 
GGG 


ACA 


GAT 


ACT 


CTC 


216 
ACC 


G 


V 


P 


S 


R 


F 


S 


G 


S 


G 


S 


G 


T 


D 


F 


T 


L 


T 


ATC 


AGC 


225 
AGT 


CTG 


CAA 


234 
CCT 


GAA 


GAT 


243 
TTT 


GCA 


ACT 


252 
TAT 


TAC 


TGT 


261 
CAA 


CAG 


AGT 


270 
TAC 


I 


S 


S 


L 


Q 


P 


E 


D 


F 


A 


T 


Y 


Y 


C 


Q 


Q 


S 


Y 


AGG 


GCC 


279 
CCT 


CAG 


TGG 


288 
ACG 


TTC 


GGC 


297 
CAA 


GGG 


ACC 


306 
AAG 


GTG 


GAA 


< 

315 
ATC 


AAA 


3' 




R 


A 


P 


Q 


W 


T 


F 


G 


Q 


G 


T 


K 


V 


E 


I 


K 







CDR3 > 



0 11/34 

09/147* 



Fig. 6a 



LD2-1-VH sequence 



CAG 


GTG 


9 

AAA 


CTG 




18 
GAG 


TCT 




27 






36 


CAG 


CCG 


45 
GGG 


GGG 


TCC 


54 
CTG 


Q 


V 


K 


L 


L 


E 


S 


G 


G 


G 


V 


V 


Q 


P 


G 


G 


S 


L 


AGA 


CTC 


63 
TCC 


TGT 


GTA 


72 
GCG 


TCT 


GGA 


81 
TTC 


ACC 


CTC 


90 
AGG 


AGT 


TAT 


99 
GGC 


ATG 


CAC 


108 


R 


L 


S 


C 


V 


A 


S 


G 


F 


T 


L 


R 


S 


Y 


G 

CDRl 
153 
ATA 


M 


H 


w 

-> 


GTC 


CGC 


117 
CAG 


GCT 


CCA 


126 
GGC 


AAG 


GGC 


135 
CTG 


GAG 


TGG 


144 
GTG 


< 

GCT 


TTT 


TGG 


TTT 


162 


V 


R 


Q 


A 


P 


G 


K 


G 


L 


E 


W 


V 


A 


F 


I W 
CDR2 


F 


D 


GGA 


AGT 


171 
AAT 


AAA 


GGA 


180 
TAT 


GTA 


GAC 


189 
TCC 


GTG 


AAG 


198 
GGC 


CGA 


< 

TTC 


207 

ACC ATC 


TCC 


216 
CGA 


G 


S 


N 


K 


G 


Y V 
- CDR2 — 


D 


S 


V 


K 


G 

> 


R 


F 


T 


I 


S 


R 


GAC 


AAT 


225 
TCC 


AAG 


AAC 


234 

ATG GTC 


TAT 


243 
CTG 


CAA 


ATG 


252 
AAC 


AGC 


CTG 


261 
AGA 


GCC 


GAT 


270 
GAC 


D 


N 


S 


K 


N 


M 


V 


Y 


L 


Q 


M 


N 


S 


L 


R 


A 


D 


D 


ACG 


GCT 


279 
GTA 


TAT 


TAT 


288 
TGT 


GCG 


AGA 


297 
GAG 


AAG 


GCG 


306 
CTT 


CGG 


GGA 


315 
ATC 


AGC 


AGA 


324 
TAC 


T 


A 


V 


Y 


Y 


C 


A 


R 


E 


K 


A 


L 


R G 
- CDR3 — 


I 


S 


R 


Y 


AAC 


TAT 


333 
TAC 


CTG 


GAC 


342 
GTC 


TGG 


GGC 


< 

351 
AAG 


GGG 


ACC 


360 
ACG 


GTC ACC 


369 
GTC 


TCC 


TCA 


3 ' 



NYYLDVWGKGTTVTVSS 
CDR3 > 



12/34 



Fig. 6b 



LD2-1-VL sequence 



GTG 




9 




CCA 


18 
CCC 


TCA 


GCG 


27 
TCT 


GGG 


ACC 


36 
CCC 


GGA 


CAG 


45 
AGG 


GTC 


ACC 


54 
ATC 


V 


V 


T 


Q 


P 


p 


S 


A 


S 


G 


T 


P 


G 


Q 


R 


V 


T 


I 






63 
TCT 


GGA 


AGC 


72 
AAC 


TCC 


ATC 


81 
CTT 


GGA 


AGT 


90 
AAG 


TAT 


GTA 


99 
TAC 


TGG 


TAC 


108 
CAG 


s 


c 


S 


G 


S 


N 


S 


I L 
CDR1 


G 


S 


K 


Y 


V 


Y 
> 


W 


Y 


Q 


AAA 


CTC 


4 ■ 

117 
CCA 


GGA 


ACG 


126 
GCC 


CCC 


135 
AAA CTC 


CTC 


ATP 


144 

TAT* 


AAC 


AAT 


153 
GAT 


CAG 


CGG 


162 
CCC 


K 


L 


P 


G 


T 


A 


p 


K 


L 


L 


I 


Y 


K 


N 


D Q 
CDR2 


R 


P 


TCA 


GGG 


171 
GTC 


TCT 


GAC 


180 
CGA 


TTC 


TCT 


189 
GGC 


TCC 


AAG 


198 
TCT 


< 

GGC 


ACC 


207 

TCG GCC 


TCC 


216 
CTG 


S 


G 


V 


S 


D 


R 


F 


S 


G 


S 


K 


S 


G 


T 


S 


A 


S 


L 


> 

GCC 


ATC 


225 
AGT 


GGG 


CTC 


234 
CGG 


TCC 


GAG 


243 
GAT 


GAG 


GCT 


252 
GAC 


TAT 


TAC 


261 
TGT 


GCA 


CCA 


270 
TGG 


A 


I 


S 


G 


L 


R 


S 


E 


D 


E 


A 


D 


Y 


Y 


C 


A 


P 


W 


GAT 


GCC 


279 
AAC 


CTG 


GGT 


288 
GGC 


CCG 


GTG 


297 
TTC 


GGC 


GGA 


306 
GGG 


ACC 


AAG 


315 
CTG 


< 

ACC 


GTC 


324 
CTA 


D 


A 


N 


L 


G 


G 


P 


V 


F 


G 


G 


G 


T 


K 


L 


T 


V 


L 



CDR3 — > 

333 

AGT CAG CCC 3 ' 



S Q P 



13/34 

09/l%74 



Fig. 7a 



LD2-4-VH sequence 



CAG 


GTG 


9 

AAA 


CTG 


CTC 


18 
GAG 


TCG 


GGG 


27 
GGA 


GGC 


GTG 


36 
GTC 


CAG 


CCG 


45 
GGG 


GGG 


TCC 


54 
CTG 


Q 


V 


K 


L 


L 


E 


S 


G 


G 


G 


V 


V 


Q 


P 


G 


G 


s 


L 


AGA 


CTC 


63 
TCC 


TGT 


GAA 


72 
GCG 


TCT 


GGA 


81 
TTC 


ACC 


CTC 


90 
AGA 


AGT 


TCT 


99 
GGC 


ATG 


CAC 


108 
TGG 


R 


L 


S 


C 


E 


A 


S 


G 


F 


T 


L 


R 


S 


S 


G 

CDRl 
153 
ATA 


M 


H 
> 


W 






117 


GCT 


CCT 


126 
GGC 


AAG 


GGG 


135 
CTG 


GAG 


TGG 


144 
GTG 


< 

GCA 


CTT 


TGG 


TTT 


162 
GAT 


V 


R 


Q 


A 


P 


G 


K 


G 


L 


E 


W 


V 


A 


L 


I W 
CDR2 


F 


D 


GGA 


AGT 


171 
ATC 


AGA 


TCG 


180 
TAT 


GCA 


GAA 


189 

1 L-L. 


bib 




198 


CGA 


< 

TTC 


207 

ACC ATC 


TCC 


216 
AGA 


G 


S 


I 


R 


S 


Y 


A 


E 


S 


V 


K 


G 

> 


R 


F 


T 


I 


S 


R 


GAC 


ACT 


225 
TCC 


AAG 


AAC 


234 

ACC CTA 


TAT 


243 
CTC 


CAA 


ATG 


252 
CGC 


AGT 


CTG 


261 
AGT 


GCC 


GAC 


270 
GAC 


D 


T 


S 


K 


N 


T 


L 


Y 


L 


Q 


M 


R 


S 


L 


S 


A 


D 


D 


ACG 


GCT 


279 
GTG 


TAT 


TAC 


288 
TGT 


GCG 


AGA 


297 
GAC 


AAG 


GCG 


306 
GTT 


CGG 


GGA 


315 
ATT 


AGC 


AGG 


324 
TAC 


T 


A 


V 


Y 


Y 


C 


A 


R 


D 


K 


A 


V 


R G 
CDR3 - 


I 


S 


R 


Y 


AAC 


TAT 


333 
TAC 


ATG 


GAC 


342 
GTC 


TGG 


GGC 


< 

351 
AAA 


GGG 


ACC 


360 
ACG 


GTC ACC 


369 
GTC 


TCC 


TCA 


3' 


N 


Y 


Y 


M 


D 


V 


W 


G 


K 


G 


T 


T 


V 


T 


V 


s 


S 





CDR3 — > 



14/34 



Fig. 7b 



LD2-4-VL sequence 



5' 



GTG 


ATG 


9 

ACC 


CAG 


TCT 


18 
CCA 


TCC 


TCC 


27 
CTG 


TCT 




36 

TPT 


KJ J. A 


GGA 


45 
GAC 


AGA 


GTC 


54 
ACC 


V 


M 


T 


Q 


S 


P 


S 


S 


L 


S 


A 


s 


V 


G 


D 


R 


V 


T 


ATC 


ACT 


63 
TGC 


CGG 


ACA 


72 
AGT 


CAG 


ACC 


81 
ATT 


AGC 




90 


1 


AAT 


99 
TGG 


TAT 


CAG 


108 
CAG 


I 


T 


C 


R 


T 


S 


Q 


T 


I s 
CDR1 - 


R 


N 


L 


N 


W 


Y 


Q 


Q 


AAA 


CCA 


117 
GGG 


< 

AAA 


GCC 


126 
CCT 


AAG 


CTC 


135 

CTG ATC 


TAT 


144 
GCT 


ACA 


TCC 


153 
AGT 


TTG 


CAA 


162 
AGT 


K 


P 


G 


K 


A 


P 


K 


L 


L 


I 


Y 


A 


T 


S 


S 

CDR2 
207 
TTC 


L 


Q 


S 

> 


GGG 


GTC 


171 
CCA 


TCA 


AGG 


180 
TTC 


AGT 


GGC 


189 
AGT 


GGA 


TCT 


< 

198 
GGG 


ACA 


GAT 


ACT 


CTC 


216 
ACC 


G 


V 


P 


S 


R 


F 


S 


G 


S 


G 


S 


G 


T 


D 


F 


T 


L 


T 


ATC 


AAT 


225 
AGT 


CTA 


CAA 


234 
CCT 


GAA 


GAT 


243 
TTT 


GCA 


ACT 


252 
TAC 


TAC 


TGT 


261 
CAA 


CAG 


AGT 


270 
TAC 


I 


N 


S 


L 


Q 


P 


E 


D 


F 


A 


T 


Y 


Y 


C 


Q 


Q 


S 


Y 


ACT 


ACC 


279 
CCT 


TCG 


TTC 


288 
GGC 


CAA 


GGG 


297 
ACC 


AAG 


GTG 


306 
GAA 


ATC 


AAA 


< 

315 








T 


T 


P 


S 


F 


G 


Q 


G 


T 


K 


V 


E 


I 


K 











CDR3 > 



15/34 

09/147% 



Fig. 8a 



LD2-5-VH sequence 



9 18 27 36 45 

GTG AAA CTG CTC GAG TCT GGG GGA GGC TTG GTC CAG CCG GGG GGG TCC 



Q 


V 


K 


L 


L 


E 


S 


G 


G 


G 


L 


V 


Q 


P 


G 


G 


s 


L 


AGA 


CTC 


63 
TCC 


TGT 


GTA 


72 
GCG 


TCT 


GGA 


81 
TTC 


ACC 


TTC 


90 
AGG 


AGT 


TAT 


99 
GGC 


ATG 


CAC 


108 
TGG 


R 


L 


S 


C 


V 


A 


S 


G 


F 


T 


F 


R 


S 


Y 


G 

CDRl 
153 
ATA 


M 


H 

> 


W 


GTC 


CGC 


117 
CAG 


GCT 


CCA 


126 
GGC 


AAG 


GGC 


135 
CTG 


GAG 


TGG 


144 
GTG 


< 

GCT 


TTT 


TGG 


TTT 


162 
GAT 


V 


R 


Q 


A 


P 


G 


K 


G 


L 


E 


W 


V 


A 


F 


I W 
CDR2 


F 


D 


GGA 


AGT 


171 
AAT 


AAA 


GGA 


180 
TAT 


GTA 


GAC 


189 
TCC 


GTG 


AAG 


198 
GGC 


CGA 


< 

TTC 


207 

ACC ATC 


TCC 


216 
CGA 


G 


S 


N 


K 


G 

r 


Y 


V 


D 


S 


V 


K 


G 

> 


R 


F 


T 


I 


S 


R 


GAC 


AAT 


225 
TCC 


AAG 


234 
AAC ATG 


CTC 


TAT 


243 
CTG 


CAA 


ATG 


252 
AAT 


AGC 


CTG 


261 
AGA 


GCC 


GAG 


270 
GAC 


D 


N 


S 


K 


N 


M 


L 


Y 


L 


Q 


M 


N 


S 


L 


R 


A 


E 


D 


ACG 


GCT 


279 
GTA 


TAT 


TAT 


288 
TGT 


GCG 


AGA 


297 
GAG 


AAG 


GCG 


306 
CTT 


CGG 


GGA 


315 
ATC 


AGT 


AGA 


324 
TAC 


T 


A 


V 


Y 


Y 


C 


A 


R 


E 


K 


A 


L 


R G 
- CDR3 - 


I 


S 


R 


Y 


AAC 


TAT 


333 
TAC 


CTG 


GAC 


342 
GTC 


TGG 


GGC 


< 

351 
AAG 


GGG 


GCC 


360 
ACG 


GTC ACC 


369 
GTC 


TCC 


TCA 


3 1 


N 


Y 


Y 


L 


D 


V 


W 


G 


K 


G 


A 


T 


V 


T 


V 


S 


S 





CDR3 > 



16/34 



Fig. 8b 



LD2-5-VL sequence 

5. GTG ATG ACC CAG TCT CCA TCC TCC CTG TCT GCA TCT ATA GGC GAC AGA GTC ACC 
T ~M~ T ~Q~ T "p" "s" T T T T 'I I G D R V T 
ATC ACT TGC CGG GCA AGT CAG AGC GTT ACC AGG TCT TTA AAT TGG TAT CAG CAG 



' IT CRASQSVTR 



S L N W Y Q Q 



. . CDR1 — > 1C - 

777 135 144 153 162 

M CCA GGG AAA GCC AGG CTC CTA ATC TTT OCT GC= TCC ACT TTG CAA AGT 

T T T T "a" T T T T 'i r * * » CW2 L -^ 

T80 189 198 207 216 

GGG GTC CCA TCA AGG TTC AGT GGC AGT GGA TCT GGG ACA GAT TTC ACC CTC ACC 



17/34 



Fig. 9a 



LD2-10-VH sequence 

5. CAG GTG AAA CTG CTC GAG TCT GGG GGA GGC GTG GTC CAG CCG GGG GGG TCC CTG 
'q" T ~K~ T T T T "g" "g" _ G V V Q P G G S L 

72 81 90 99 108 

AGA CTC TCC TGT GTA GCG TCT GGA TTC ACC CTC AGG AGT TAT GGC ATG CAC TGG 

T T T "c "v" T 1" "g" T T T "r S Y G M H W 

R ^ < CDR1 > 

fi 135 144 153 162 

GTC CGC CAG GCT CCA GGC AAG GGC CTG GAG TGG GTG GCT TTT ATA TGG TTT GAT 

T T "q" T T "g" ~K~ T T " E W V A F I W F D 

V R U « CDR2 

180 189 198 207 216 

GGA AGT AAT AAA GGA TaS GTA GAC TCC GTG AAG GGC CGA TTC ACC ATC TCC CGA 

T 1" T "k" "g" T V ~D~ T V K G R F T I 3 R 

_ CDR2 > 261 270 

GAC AAT TCC AAG AAC Si GTC TAT CTG CAA ATG A^C AGC CTG AGA GCC GAT GAC 
T ~n~ T ~k~ T "m" ~V~ T T "q" "m M S L R A D D 

788 297 306 315 324 

ACG GCT III TAT TAT TAT TGT GCG AGA GAG AAG GCG CTT CGG GGA ATC AGC AGA 

V "a" V "7 T ~Y~ V V R E K A L R G I S R 

1 < CDR3 

333 342 351 360 369 378 



TAC AAC TAT TAC CTG GAC GTC TGG GGC AAG GGG ACC ACG GTC ACC GTC TCC TCA 3' 

Y N Y Y L 



"dvwgkgttvtvss 



CDR3 > 



18/34 

09/147M3 



Fig. 9b 



LD2-10-VL sequence 



G TG GTG ACT CAG GAG CCC TCA CTG ACT GTG TCC CCA GGA GGG ACA GTC ACT CTC 



45 54 



5 

V V T Q E P 



"SLTVSPGGTVTL 



81 90 99 108 

ACC TGT GCT TCC AGC ACT GGG GCA GTC ACC AGG GGT TAC TAT CCA AAC TGG TTC 

T T T T T T T T V T r w f 

CDR1 — ' 



< " 777 7 35 144 153 1^2 

117 A „ - ra rTr att TAT AGT ACA AAC AAA AAA 
CAG CAG AAG CCT GGA CAA GCA CCC AGG GCA CTG ATT TA1 A^i a 



117 126 
AAG CCT GGA CAA 

q Q K P G Q A 



PRALIYSTNKK 

4 CDR2 

189 198 207 216 



CAC TCC TGG ACC CCT GCC CGG TTC TCA GGC TCC CTC CTT GGG GGC AAA GCT GCC 
H S W T P A 
225 234 



"rfsgsllggkaa 

CTG TCA GGT GTG CAG CCT GAA GAC GAG GCT GAA TAT tSc TGC CTG CTC 
V Q p e" D E A E Y Y C L L 

» a 

T K L T V L 



L T L S G ^ 

n ^ ^1 S 

279 288 



TAC TAT GGT GGT GCT C^ CTC GTA III GGC GGA GGG ACC AAG CTG ACC GTC CTA 



YYGGAQLVFGGG 

CDR3 " > 

333 

CGT CAG CCC 3' 



R Q P 



I 19/34 



Fig. 10 a 



LD2-11-VH sequence 





c i PAT 




9 

AAA 


CTG 


CTC 


18 
GAG 


TCG 


GGG 


27 
GGA 


GGC 


GTG 


36 
GTC 


CAG 


CCG 


45 
GGG 


GGG 




54 




Q 


V 


K 


L 


L 


E 


S 


G 


G 


G 


V 


V 


Q 


P 


G 


G 


s 


L 




AGA 


CTC 


63 
TCC 


TGT 




72 
GCG 


TCT 


GGA 


81 
TTC 


ACC 


CTC 


90 
AGA 


AGT 


TCT 


99 
GGC 


ATG 


CAC 


108 
TGG 




R 


L 


S 


C 


E 


A 


S 


G 


F 


T 


L 


R 


S 


S 


G 

CDR1 


M 


H 
> 


W 








































GTC 


CGC 


117 
CAG 


GCT 


CCT 


126 
GGC 


AAG 


C* 


135 




TGG 


144 
GTG 


GCA 


CTT 


153 
ATA 


TGG 


TTT 


162 
GAT 




V 


R 


Q 


A 


P 


G 


K 


G 


L 


E 


W 


V 


A 


L 


I W 
CDR2 


F 


D 






























< 










GGA 


AGT 


171 
ATC 


AGA 


TCG 


180 
TAT 


GCA 


GAA 


189 
TCC 


GTG 


AAG 


198 
GGC 


CGA 


TTC 


207 
ACC 


ATC 


1 LL 


216 

TS. C A 




G 


S 


I 


R 


S 


Y 


A 


E 


S 


V 


K 


G 


R 


F 


T 


I 


s 


R 














- CDR2 — 










> 
















GAC 


ACT 


225 
TCC 


AAG 


AAC 


234 

ACC CTA 


TAT 


243 
CTC 


CAA 


ATG 


252 
CGC 


AGT 


CTG 


261 
AGT 


GCC 


GAC 


270 
GAC 




D 


T 


S 


K 


N 


T 


L 


Y 


L 


Q 


M 


R 


S 


L 


S 


A 


D 


D 




ACG 


GCT 


279 
GTG 


TAT 


TAC 


288 
TGT 


GCG 


AGA 


297 
GAC 


AAG 


GCG 


306 
GTT 


CGG 


GGA 


315 
ATT 


AGC 


AGG 


324 
TAC 




T 


A 


V 


Y 


Y 


C 


A 


R 


D 


K 


A 


V 


R G 
— CDR3 - 


I 


S 


R 


Y 




AAC 


TAT 


333 
TAC 


ATG 


GAC 


342 
GTC 


TGG 


GGC 


< 

351 
AAA 


GGG 


ACC 


360 
ACG 


GTC ACC 


369 
GTC 


TCC 


TCA 


3' 




N 


Y 


Y 


M 


D 


V 


W 


G 


K 


G 


T 


T 


V 


T 


V 


S 


S 





CDR3 > 



20/34 



Fig. 10b 



LD2-11-VL sequence 



5' 



GTG 


TTG 


9 

ACC 


CAG 


TCT 


18 
CCA 


TCC 


TCC 


27 
CTG 


TCT 


GCA 


36 
TCT 


ATA 


CGA 


45 
GAC 


AGA 




54 
ACC 


V 


L 


T 


Q 


S 


P 


S 


S 


L 


S 


A 


S 


I 


R 


D 


R 


V 


T 


ATC 


ACT 


63 
TGC 


CGG 


GCA 


72 
AGT 


CAG 


AAC 


81 
ATT 


GGC 


AGT 


90 
TAT 


TTA 


AAT 


99 
TGG 


TAT 


t~* 7\ f 


108 


I 


T 


C 


R 


A 


S 


Q 


N 


I 


G 


S 


Y 


L 


N 


W 


Y 


Q 


H 


















LLIK1 

135 
CTG 










> 










AAA 


CCA 


117 
GGG 


< 

ACA 


GCC 


126 
CCT 


AAA 


CTC 


ATC 


TAT 


144 
GCT 


GTA 


TCC 


153 
GCT 


TTG 


r* a A 


162 
AGT 


K 


P 


G 


T 


A 


P 


K 


L 


L 


I 


Y 


A 


V 


S 


A L 
- CDR2 — 


Q 


S 

> 


GGG 


GTC 


171 
CCA 


TCG 


AGG 


180 
TTC 


AGT 


GGC 


189 
AGT 


AGA 


TCT 


< 

198 
GGG 


ACA 


GAT 


207 

TTC ACT 


CTC 


216 
ACC 


G 


V 


P 


S 


R 


F 


S 


G 


S 


R 


S 


G 


T 


D 


F 


T 


L 


T 


ATC 


AGC 


225 
AGT 


CTG 


CAA 


234 
CCT 


GAA 


GAT 


243 
TTT 


GCA 


ACT 


252 
TAC 


TAC 


TGT 


261 
CAA 


CAG 


AGT 


270 
TAC 


I 


S 


S 


L 


Q 


P 


E 


D 


F 


A 


T 


Y 


Y 


C 


Q 


Q 


S 


Y 






279 






288 






297 






306 






< 

315 








AGT 


CCC 


CCG 


TAC 


ACT 


TTC 


GGC 


CAG 


GGG 


ACC 


AAC 


CTG 


CAG ATC 


AAA 3 ' 






S 


p 


P 


Y 


T 


F 


G 


Q 


G 


T 


N 


L 


Q 


I 


K 









CDR3 > 



21/34 



Fig. 11a 



LD2-14-VH sequence 

18 27 36 45 54 

5 . CAG GTG AAA CTG CTC GAG TCT GGG GGA GGC GTG GTC CAG CCG GGG GGG TCC CTG 



QVKLLESGGG 



VVQPGGSL 



63 72 81 90 99 108 

AGA GTC GCC TGT GTA GCG TCT GGA TTC ACC TTC AGG AAT TTT GGC ATG CAC TGG 

T V T T T T T T T T T T Vj^ J ri ^ w 

in 126 135 144 153 162 

GTC CGC CAG GCT CCA GGC AAG GGG CTG GAG TGG GTG GCT TTT ATT TGG TTT GAT 

T T T "a" T T T T T T V V 'a ^ cD « 2 

m 180 189 198 207 216 

GCA AGT AAT AAA GGA TAT GGA GAC TCC GTT AAG GGC CGA TTC ACC GTC TCC AGA 

A S 



~N~ V ~G Y G D S V K G R F T V S R 

7T 5 ST 2 ^ «2 261 270 

GAC AAT TCC AAG AAC ACG CTC TAT CTG CAA ATG AAC GGC CTG AGA GCC GAA GAC 

T "n" T "k~ ~n~ T T T T ~q~ M N G L R A E D 

,„ 288 '97 306 315 324 

ACG GCT GTA TAT TAT TGT GCG AGA GAG AAG GCG GTT CGG GGA ATT AGT AGA TAC 

~T~ "a" ~V~ ~Y _ ~Y~ "c _ A R E K A V R G I S R Y 

< CDR3 

^ 342 351 360 369 

AAC TAC TAC ATG GAC GTC TGG GGC AAG GGG ACC ACG GTC ACC GTC TCC TCA 3 

T ~y~ T ~m~ ~d~ "v" V ~g~ K G T T V T V S S 

CDR3 > 
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Fig. 11b 



LD2-14-VL sequence 



9 18 27 36 45 54 

5- GTG ATG ACC CAG TCT CCA TCC TCC CTG TCT GCA TCT GTG GGA GAC AGA GTC ACC 



VMTQSPSSLSA 



S V G D R V T 



ATC ACT TGC CGG GCA AGT CAG AGC ATT ATC AAC AAT TTA AAT TGG TAT CAG CAG 



!TCRASQSII 



NNLNWYQQ 



< CDR1 ■ > . ^ 0 

777 135 144 153 162 

AAA CCA III AAA GCC CCT GAA CTC CTG ATC TAT GCT GCA TCC AGT TTG CAA AGT 



A S S L Q S 

t\ rt. IT l-> " — 

< 

171 



KPGKAPELLIYA 

^ < CDR2 *■ 



190 189 198 207 216 

GGG GTC CCT TCA AGG TTC CGT GGC AGT GGA TCT GGG AGA GAT TTC ACT CTC ACC 



A 23/34 



Fig. 12a 



LD2-17-VH sequence 



5' 



9 18 27 36 45 54 

CTG CTC GAG TCT GGG GGA GGC bit, ^ 

VVQPGGSL 



CAG GTG AAA CTG CTC GAG TCT GGG GGA GGC GTG GTC CAG CCG GGG GGG TCC CTG 
Q V K L L E S 
63 



72 81 90 99 108 



AGA CTC TCC TGT GTA GCG TCT GGA TTC ACC TTC AGG AGT TAT GGC ATG CAC TGG 

T T T T V T T T T T T "r" s y g m h w 

K < CDR1 > 

in 126 135 144 153 162 

GTC CGC CAG GCT CCA GGC AAG GGC CTG GAG TGG GTG GCT TTT ATA TGG TTT GAT 

V ~;" T T T "k" T T T "w V A F I W F D 

< CDR2 



m 180 189 198 207 216 

GGA AGT AAT AAA GGA TAT GTA GAC TCC GTG AAG GGC CGA TTC ACC ATC TCC CGA 

"g" "s" T "k" "g" T V T S V K G R F T I S - R 



CDR2 



??S 234 243 252 261 270 

GAC AAT TCC AAG AAC ACG CTC TAT CTG CAA ATG AAG AGC CTG AGA GCC GAG GAC 

T T ~s" "k" ~n" "t" T T T Q M K S L R A E D 

9-7Q 288 297 306 315 324 

ACG GCT GTA TAT TAT TGT GCG AGA GAG AAG GCG CTT CGG GGA ATC AGT AGA TAC 

R E K A L R G I S R Y 



T A V Y Y C P 

< CDR3 ■ 

,„ 342 351 360 369 

AAC TAT TAC CTG GAC GTC TGG GGC AAG GGG ACC ACG GTC ACC GTC TCC TCA 3 ' 

~n" "y" T T "d" V V "g k g t T V T v s s 

— CDR3 
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Fig. 12b 

LD2-17-VL sequence 

9 18 27 36 45 54 

5 . GTG ATG ACC CAG TCT CCA TTC TCC CTG TCT GCA TCT GTA GGA GAC AGA GTC ACC 

"v" ~M~ ~T~ ~Q~ T T ~F~ "s L S A S V G D R V T 

63 72 81 90 99 108 

ATC ACT TGC CGG GCA AGT CAG AAC ATT AGG AGT TTT TTA AGT TGG TAT CAG CAG 

T T "c "r" ~a" "s" "q" "m" T "r s f l s w y q q 

4 CDR1 > 

in 126 135 144 153 162 

AAA CCA III ACA GCC CCT AAG CTC CTG ATC TAT GCT GCA TCC AGG TTG CAA AGT 

"k" "p" V "a" "p _ ~K _ L _ L I Y A A S R L Q S 

< CDR2 — > 

171 180 189 198 207 216 

GGG GTC CCA TCA AGG TTC AGT GGC AGT GGG TCT GGG ACA GAT TTC ACT CTC ACC 

"g" "v" T "s" ~r~ "f" "s" "g" "s G S G T D F T L T 

7?5 234 243 252 261 270 

ATC AGC ACT CTG CAA CCT GAA GAT TTT GCG ACT TAC TAC TGT CAA CAG AGT TAC 

s" "i" T "q~ "p" "e" _ D F A T Y Y C Q Q S Y 



I 

<■ 



279 288 297 306 315 

AGT GCC CCT TGG ACG TTC GGC CAA GGG ACC AAG CTG GAA ATC AAA 3 

~s" _ APWTFGQGTKLEI K 
CDR3 > 
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Fig. 13a 



LD2-20-VH sequence 

5. CAG GTG AAA. CTG CTC GAG TCT GGG GGA GGC GTG GTC CAG CCG GGG GGG TCC CTG 
T V "k" "l' "l" T T T T G V V Q P G G S L 
AGA CTC TCC TGT GTA GCG TCT GGA TTC ACC TCC AGG AGT TAT GGC ATG CAC TGG 

T T T T T T T T T 1 - * ^ ^ ^/ 

135 144 1^3 
117 ™ ^tv^ rp,-^ rfrr rrT TTT ATA TGG TTT GAT 
GTC CGC CAG GCT CCA GGC AAG GGC CTG GAG TGG GTG GCT TTT A1A 1 

V R Q A P G 

180 



117 126 135 144 153 162 

AAG GGC CTG GAG TGG GTG ^ * 

"7 ~G~ "l" "e" "w" V A F I W F D 

<— CDR2 

GG A AGT AAT AAA GGA TAT GTA GAC TCC GTG AAG GGC CGA TTC ACC ATC TCC CGA 
T T T 'k T T V ~D~ T V K G R F T I S R 

f?! 2 2^7 2I2 261 270 

GAC AAT TCC AAG AAC ACG CTC TAT CTG CAA ATG AAG AGO CTG AGA GCC GAG GAC 

k" T T T T T "q" m k s l R a e d 



DNS 

279 288 



ACG GCT GtI TAT TAT TGT GCG AGA GAG AAG GCG CTT CGG GGA ATC AGT AGA TAC 

T "a" V T T "c" "a" "r" "e" k a l R g I s R Y 

T Avi ^ CDR3 

AAC TAT TAC CTG GAC GTC TGG GGC IaG GGG ACC ACG GTC ACC GTC TCC TCA 3- 

"7 T T T "d" V ~w~ T T "g" "t T V T V S S 

CDR3 > 
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09/1*74*3 



Fig. 13b 



LD2-20-VL sequence 



18 27 36 45 54 



5- GTG ATG ACC CAG TCT CCA TCC TCC CTG TCT GCA TCT GTA GGA GAC AGA GTC ACC 

"v T T "o" "s' T 's" "s' "l" "s" a s v g d r v t 

ATC ACT xlc CGG GCA AGT CAG AGC ATT A.GC AGC TAT TTA AAT TGG TAT CAG CAG 

" T oqyLNWYQQ 

jTCRASQSISSY L. 

> ■ CDR1 — > _ . co 

TTT 135 144 153 162 

m CCA III AAA GCC CCT AAG CTC CTG ATC TAT GCT GCA TCC AGT TTG CAA AGT 

T T T T T T T T T T - * A 3 ~r*-^ 6 

GGG GTC CCA TCA AGG TTC AGT GGC AGT GGA TCT GGG ACA GAT TTC ACT CTC ACC 



27/34 

09/1 h7 ««S 



Fig. 14a 



LD1-6-17-VH sequence 

5 . CAG GTG AAA CTG CTC GAG TCT GGG GGA GGC GTG GTC CAG OCT GGG AGG TCC CTG 
T V ~K~ T T T T "g" T T _ V V Q P G R S L 

AGA CTT TCC TGT GCA GCG TCT GGA TTT ACC TTC AGT AGC TAT GGC ATG CAC TGG 

T T T T T T T T T T T T ^ ^ ^ 

GTC CGC CAG GCT CCA GGC AAG GGG CTG GAG TGG GTG GCA GAT ATA TGG TTT GAT 

V T T T T T T T T T v a ^ cd W ri 

180 189 198 207 216 

GGA GGT AAT AAA CAT TAT GCA GAC TTC GTG AAG GGC CGA TTC ACC ATC TCC AGA 
H Y A D F V K G R F T I S R 



G G N K 

— CDR2 " > 261 270 

GAC AAT TCC AAG AAC III GTG TAT CTA CAA ATG AAC AGC CTG AGA GTC GAG GAC 

~7 ~7 1" ~7 "m" "7 ~7 "7 T T M N S L R V E D 

ACG GCT GTG TAT TAC TGT GCG AGG GAT TAC TAT AGC GTT ACT AAG AAA CTC AGA 

A R D Y Y S V T K K L R 



T A V Y Y C 

< . CDR3 

™? 351 360 369 378 

CTC CAC TAC TAC TAC TAC ATG GAC GTC TGG GGC AAA GGG ACC ACG GTC ACC GTC 

~~~ "~~ ~7 "7 "7 "7 ~M~ T "7 V ~G K G T T V T V 

CDR3 > 

TCC TCA 3 ' 

s s 
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Fig. 14b 



V M T Q S 
63 



LD1-6-17-VL sequence 

5 . QTG ATG ACC CAG TCT CCA TCC TCC CTG TCT GCA TCT GTA GGA GAC AGA GTC ACC 

p S S L S A S V G D R V T 

7 , 81 90 99 108 

ATC ACT TGC CGG GCA AGT CAG GGC ATT AGA AAT GAT TTA ACC TGG TAT CAG CAA 

T V T ~7 T T ~q~ T T "7 "n D L T W Y Q Q 

, CDR1 ' — 1 > ^ n ao 

777 ns 144 153 162 

AAA CCA GGG AAA GCC CCT AAG CTC CTG ATC TAT GCT GCA TCC AAT TTA CAA AGT 

K P G K A 

GGG GTC CCA TCA AGG TTC AGC GGC AGT GGA TCT GGC ACA GAT TTC ACT CTC ACC 

T V T "7 ~7 T T T s g s g t d f t l t 

ATC AGC AGC CTG CAG CCT GAA GAT TTT GCA ACT TAT TAC TGT CTA CAA GAT AAC 
T T T T T "7 "7 "7 A T Y Y C L Q D N_ 



7'klliyaasnlqs 

« CDR2 *■ 



288 297 306 315 

AAT TTC CCG TAC ACT TTT GGC CAG GGG ACC AAG CTG GAG ATC AAA 3 • 

"7 "7 "7 "7 "7 "7 T _ Q G T K L E I K 
CDR3 > 
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Fig. 15a 



LD1/2-6-3-VH sequence 

5. CAG GTG AAA CTG CTC GAG TCT GGG GGA GGC GTG GTC CAG CCG GGG GGG TCC CTG 
r" ~L~ T ~E~ T "g G G V V Q P G G S L 



Q V 

63 



72 81 90 99 108 



AGA GTC GCC TGT GTA GCG TCT GGA TTC ACC TTC AGG AAT TTT GGC ATG CAC TGG 
R V A C 



VASGFTFRNFGMHW 



< CDR1 > ^ 

GTC CGC CAG GCT CCA GGC AAG GGG CTG GAG TGG GTG GCT TTT ATT TGG TTT GAT 

"7 T T T T T T T T T T T "a j_i ^ 

m 180 189 198 207 216 

GCA AGT AAT AAA GGA TAT GGA GAC TCC GTT AAG GGC CGA TTC ACC GTC TCC AGA 

T 1" T _ k" T "y" ~G~ "d" T V K G R F T V S R 

CDR2 > 

GAC AAT TCC AAG AAC ACG CTC TAT CTG CAA ATG AAC GGC CTG AGA GCC GAA GAC 

D N 



CDR2 — > 

22 5 234 243 252 261 270 

- CAA ; 

T "k" ~n~ "t l y l q m n g l r a e d 

„ Q 788 297 306 315 324 

ACG GCT III TAT TAT TGT GCG AGA GAG AAG GCG GTT CGG GGA ATT AGT AGA TAC 



T A V Y Y C 



AREKAVRGI SRY 



< . CDR3 



342 351 360 369 

AAC TAC TAC ATG GAC GTC TGG GGC AAG GGG ACC ACG GTC ACC GTC TCC TCA 3 

T "7 T ~M~ "d" T ~W~ ~G~ _ K G T T V T V S S 
CDR3 > 
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Fig. 15b 



LD1/2-6-3-VL sequence 

9 18 27 36 45 54 

, • GTG ATG ACC CAG TCT CCA TCC TCC CTG TCT GCA TCT GTA GGA GAC AGA. GTC ACC 

V "m" ~t~ ~q~ T T T T ~l s a s v g d r v t 

63 72 81 90 99 108 

ATC ACT TGC CGG GCA ACT CAG AGC ATT ATC AGA TAT TTA AAT TGG TAT CAG CAC 

T T "c" "r" "a" "s" "q" "s" "l" T T Y L M W Y Q H 

< CDR1 » . .„ 

in 126 135 144 153 162 

AAA CCA GGG AAA GCC CCT AAG CTC CTG ATC CAT ACT GCA TCC AGT TTG CAA AGT 

T T T T T T T T T T T TT s ^ cdr2 l _^ 

m 180 189 198 207 216 

GGG GTC CCG TCA AGG TTC AGT GGC AGT GTA TCT GGG ACA GAT TTC ACT CTC ACC 

T V T "s" "r" "f" T T "s" "v S G T D F T L T 

934 243 252 261 270 

ATC AGC A^ CTG CAA CCT GAA GAT TTT GCA ACT TAC TAC TGT CAA CAG AGT TAC 

Y C Q Q S Y 



ISSLQPEDFATY 



279 288 297 306 315 

ACT ACC CCG TAC ACT TTT GGC CAG GGG ACC AAG CTG CAG ATC AAA 3 



TTPYTFGQ 
CDR3 > 



G T K L Q I K 



Fig. 16a 
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LD1/2-6-33-VH sequence 



9 18 27 36 45 54 

5- CAG GTG AAA CTG CTC GAG TCT GGG GGA GGC GTG GTC CAG CCG GGG GGG TCC CTG 

Q V 



"kllesgggvvqpggsl 



« 72 81 90 99 108 

AGA GTC GCC TGT GTA GCG TCT GGA TTC ACC TTC AGG AAT TTT GGC ATG CAC TGG 

T T ~a~ "c" ~v~ "a" T "g" T "t F R N F G M H W 

< CDR1 > 

m 126 135 144 153 162 

GTC CGC CAG GCT CCA GGC AAG GGG CTG GAG TGG GTG GCT TTT ATT TGG TTT GAT 

V T T T "p" "g" "k" "g" T E W V A F I W F D 

v < CDR2 

1-71 180 189 198 207 216 

GCA AGT AAT AAA GGA TAT GGA GAC TCC GTT AAG GGC CGA TTC ACC GTC TCC AGA 

"a" T "n" "k" ~g" "y" "g" "d" "s" "v K G R F T V S R 

77s 234 R2 M "2 261 270 

GAC AAT TCC AAG AAC ACG CTC TAT CTG CAA ATG AAC GGC CTG AGA GCC GAA GAC 

"d" V T ~k" "n" "t" "l Y L Q M N G L R A E D 

„, 288 297 306 315 324 

ACG GCT GTA TAT TAT TGT GCG AGA GAG AAG GCG GTT CGG GGA ATT AGT AGA TAC 

_ T~ _ A~ ~V~ _ Y~ _ Y~ _ C A R E K A V R G I S R Y 

< CDR3 

342 351 360 369 

AAC TAC TAC ATG GAC GTC TGG GGC AAG GGG ACC ACG GTC ACC GTC TCC TCA 3 

N Y 



"ymdvwgkgttvtvss 



CDR3 — ► 
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Fig. 16b 
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Fig. 17 



The pComb3 Expression System 



Phab 




Protein 
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FIG. 18 



FIG. 19 



